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*©f^Sffc^»«*»2atc7n"r. <c*j, ( 1 ) [*4 ] 

<t—«5£ (2) ©)R^CcSd3ti*^y>BI3W*«:oCi 40 

[0 0 6 2] 
[ft 1 0 ] 
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[0064] *ftwoH8a ( 1 ) 

(2) -c» s na^u c^rtifcwffitcfie^ 

££ 0 ^sttiitu, ffiKta, R»fs, « 

■J>=«ttL ^x>i£i&, SE»*> -**>*;k*>K 
[0 0 6 5] ^ftWcowgSAreSEJPJW. t h test or — 



[0 0 6 6] ±K©lffRft}^«©»Ji«:|»Lr«, 9 

*§^su. m&m, mRM 
40 3&s»W6ns. fiB«ffJoffl<tur«, ^^Ruufr 

#^>^;U^;Up-X#;l/^A (CMC-Ca) 

t-i^'ntvu-fe^u-x (HPO fccfcWit'^if 
ay K> (pvp) fc£*^tf£c<t#r**. 

[0 0 6 7 ] fc h*c*tT48:#«tt, *»M©IHfi**6 
50 SWitl HfaO." 5mg-100mgOl5 
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1 0 0 OmgOliOt^i^n^o 
[0 0 6 8] *|feW<D9JlB— MS ( 1 ) trssns^'j 

[0069] 

[Jtttffl] [*»»l]3>*t^'J>A (Con. 

a) ccj:9Rft3ttav} x jfl*** f^uc few & BfK 

»«WWfPffl<0»ffl [Con. A : G P Tffi«% ( 3 0 
mg/kg, p. o . ) ] 

[0 0 7 0 ] (Kifc&ffi) 2. 5mg/mL©C o n. 
A<7)£ffi£:m7K?g«£> BALB/Cv^ (0*^f 
~-;UX • i;-rc- (ft) 8g<Dl 7-2 2 gH : B^StWW 
3f4-te>»-^e>A^O/cfc<D) CC 1 2 . 5mg/kg© 

«6rsiMiU:i5ta:^u 2 4B*fflt£&ffttc:. ttSftfctf 

/c„ MH^GDGPT ( h7>X7St-W A<D9J& 
B, *-Hz^ALT <»-ft^J|p a p (ft) H) 

/cB3Rffitc<t o s»$>#tSh ( 7 0 6 oe Bsasmif 

(») 8) *ffl^r!fr>fc. «l^ft(3 0mg/k 
g) is. l %^^;u*fe;up-x (MO *i§iKtcSKjS 

i/. con. Aa#oiBSiBfr«:enjB:#ofc. 

[0 0 7 1] [3BIKK2 ] 'J 'J vilr? 4 K - # 



(13) W20 0 0 -7 2 7 7 3 

24 

* SfWJfEfflOfM [LPS-GalN:GP TP1#% 
(3 Omgr/k p. o. ) ] 

[0 0 7 2] (KH^ffi) 5il*©BALB/C«aitt 
v^x (b#?-*-;ux • y-rc- (ft) S?) — $f6 
EiUrfflt\ CtiblCD-tf5!? hlf 5 > (7 0 Om 

g/kg) o*««*BQerta^^ ^■cj^yu- 

**7^-f K (3 yg/kg) 0^a«ttL*i8ffi«:S»»R 

10 f#/c. M*Oh7>X75t--fe'(GPT) C7)jgCT)$lJ 
®t-^7ALT (^-{b^a a p (ft) »> 
/c»*ffi«C <fc 0 . SKj^W^a (7 0 6 01, BSGRffi 
b^t (ft) 8) tCT?f^/c D ftftMR (30mg/kg) 
|J, 1 %y ^-iU-feJUP-X (MC) ASfflECCllHU D 

B$r^mrccjgns^L/co 3>hP^iLt«, i%> 

ju -fe >iu n - x 7fc?gj&3:/B i >/c„ 

[0073] (KiMSA) 'im-?z>Mmm<D<t<&wi<Dft 

©^<o*©ffc^«coc»r©KlBS**TIBOIII3* 

[0 0 7 4] fflJ$IJ^ (%) = [ (3> hU-;Uffip(DGP 

ffi) ]/[3>hO^S©GPTIBWfti] xi 0 
0 

[0 0 7 5 ] 
[*5] 



S3* 



«1ftfb^» GPTfflf$°/o(30mg/kg, p. o. ) 

Con. A LPS-GalN 



8 0. 
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5 3. 


3 




7 4. 
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86. 8 


4 7. 


7 




5 8. 


8 • 




4 9. 
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7 4. 
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5 7. 


9 




6 0. 


0 




9 1 . 
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92. 7 


5 8. 
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fb£%6 
fb^7 
fb^ i o 

<t^«3 1 8 
ft^» I 9 
ib^W2 0 

<b^W2 l 

fb&»2 2 
fb^2 3 
ftd»4 6 



[0 0 7 6] ^3^0, -MS ( i ) x-mztizy'v 

[0 0 7 7 ] [«KWR] BALB/CM^^d 



7-2 4 sr. 0*f t-^XV^- (») «> fctt&it 

fgL/c 0 ttttfL^NK. l%jt*JtetoX2-a (MC) 
*8S?Ktcfflia L , lOmL/kg ©Sit «# L fc. 
[0 0 7 8 ] W4KIWS**»4*{C*-r. 
50 [0 0 7 9] 



[«8] 
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(14) 

§i4St 



M2 0 00-72773 
26 



it^}2 1 0 00mg/kg - (0/3) 

it&W7 5 00mg/kg- (0/3) 

<b^l8 5 0 0mg/kg - (0/1) 

<bf§rf»19 5 00mg/kg - (0/3) 



[0 0 8 0] se-^r. «5K ( i ) tcs^Sft 

[0 0 8 1 ] (SSj, ^3^*>J:^4^*(OM^b^B5 

fb^2 : 6- (^f^T^) -9- (3-^x^;U 

- 2 - ( h 'J "7;U^P y ^;U> 7*U > 
fb£*6 : 6 - (y *;ut - 9 - {V )lv 

- 2 - < h 'J "7 JU* P ^ ^;U) 7* 'J > 
fb£^7 : 6 - (^;UT - 9 - ( 2 - 
y^;u) - 2 - ( h ^ju^ay ^-ju) > 

{befell 0:6 - (y^7; - 9- [ (3, 5- 
>>- t e r t -b FP + V) ^>^JU] - 

2- (h'j7Way?;l/) 7'y> 
fb£t»l 8:6 - (^WE/) - 9- (3-T^y 
^>^;l/) - 2 - ( h •J^l^P^Jl/) 7*U > 
fb^fe) 1 9 : 6 - ( jt ?)1<T - 9- ( 3 - V>* * 
;UT 5 y-O^JU) -2 - ( h y ?;i/tfa^ ?)\,) rfV 
> 

fb^2 0 : 9-^>> > ;U-6- (^^7;^) -2 
-■7 Jb^P^'J > 

fb&W2 1 : 9 - ( 3 -^PP-O^U) - 6 - (J* 

)i>7*s) - 2 - yjij-ay'v > 

fb^2 2 : 2 -?;l^P - 6 - (^?-JUT^) -9 

- (a-y ^A/'O^A') ?'y > 

fb^23 : 2-7;l/*P-6- (yf;b7^) -9 

- (3-^hD^>>?^) 7"y> 

ft^BK 6 : 6- (^JUr^y) - 9- (4-7*^ 

ju-o^;u) -2 - (h';7;M*D^^^) 

[0 0 8 2] [Hjgffll] 6- (-rfT-A/TS^) -9- 
(2- + ^^M?Jb) -2- ( h V 7;U^P^ 

:/y > (fb^Bf l ) 

1) 6-^PP-9- -2- 

_ . y ^ _ (Giner-Soral a) h<D~fi 
ffi[J. Am. Chem. Soc. 80, p 57 44- 
5 7 5 2 ( 1 9 5 8 ) ] lCfiE<,^StO/c6 - ^PP-2 

- (F'J7Jl/tP^f^) 7*'J> (5 00mg, 2. 2 
5 ^ y*;U) ^DMF ( 1 OmL) OCjglBS K 



l*^A(4 6 5mg, 3. 3 7 5 U^Jl/) *5<fcO*2 
- ( i?UD^^Jl/) +y U > ( 5 9 8 mg, 3. 37 ^ 

y^^-^ a^p v h ^ - (^+if>/i^^x^Jt' 
= 1/1 ; fmtt) ccTffi«-rscira*e&»^r 

^^Hb&t3 9 0mg^#/c o (iR*4 9%) 
20 [00 83] 1 H-NMR (CDC l 3 ) 8 ; 
5 . 8 1 ( 2 H , s ) 
7. 49 (1H, d. J-8Hz) 
7. 57 (1H. t , J = 8 H z ) 
7. 74 (1H, t, J = 8Hz) 

7. 83 (1H, d, J = 8Hz ) 

8. 00 (1H, d, J = 9 H z ) 
8. 20 (1H, d, J = 9 H z ) 
8. 6 4 ( 1 H, s ) 

[0 0 84] 2) 6- (>^7^) - 9- (2~* 
30 /'JJ^^) -2- (F'j7Jl/^pyfJM 7"y>CD 

±IB 1 ) rf#/c6 - ^PP- 9 - (2 UJl/^f- 
;U) - 2 - ( h 'j^JU^-p^ 7*»J> (3 8 0m 

1. 0 8 5 U^rJl/) &x#V-JU4mLK:jgJB3i± 

fcSL saner 4 0%*:;*?-)^ ^>tKS?S (o. 5 
m i ) £jjnx./c„ ^stcr 2 omrmwLtcik, * ( 1 

OmL) WfflO/c«SS*aB(L//c». *rgfc 

»u 3 6>cc3»#raiSEEK:«-r6ciTa&*9^r&s 

«]6Mt^1»3 1 0mg«#/c o (JR$8 0%) 
40 [0 08 5] mp : 2 0 6-2 0 8°C 
1 H-NMR (CDC 1 j ) d ; 
3. 2 5 (3H. b s ) 
5. 6 9 (2H. s ) 
5. 8 5 ( 1 H. b s ) 
7. 42 (1H, d, J = 8 H z ) 
7. 56 (1H, t, J=8Hz) 
7. 74 ( 1 H, t, J = 8 H z ) 

7. 80 (1H, d, J-8Hz) 

8. 04 (1H, d. J = 9 H z ) 
50 8. 1 0 ( 1 H. s ) 



(15) 

27 

8 . 14 ( 1 H, d . J = 9 H z ) 
IR (KBr) cm" 1 : 3 2 5 0, 1640. 160 
0, 1550, 1490, 1 4 4 0, 1420, 138 
0. 1280, 1220, 120 0, 1130, 98 
0, 94 0, 8 2 0, 7 6 0, 7 4 0, 6 4 0. 
[0 0 8 6] mMffl2] 6- (y^;UT5y) - 9- 
(3-fx^JMf;l/) -2- (h'i^J^n^^) 

6- ^UP-2 - (h'J7WP^f;l/) (3 0 
Omg. 1. ^DMF 1 0mLfCgI?3 10 
thfcfft, J^l£# U^A(280mg, 2. 

JU) . 3 - (^P^:^ f (7 1 3mg, 

4.05$ OB$raMS*CT«fliL/£ 0 
/Kf4<WB £ £ MB L tc& . 7K4o J: Cflix ? ;b £ ftp x. it 

tlfcg|^^:>^;^^^^^A^Pv h ^"^^ ("\^ 
^>/^x^;u=2/l ; <*«tb) tcrffi«*r*c<2: 
tife«^a6-^aa-9- (3-^x^Jl/^ 

- 2 - ( h U 7jU^p^ ^Jl>) 7''j>(l80ni 20 
g) ^5flf*cLLr?#^c 0 CCDfflf* ( 1 8 Omg) £x£ 

7- ;b (4mL) tcM^t/cg, 40%^y^^;UT 
$>7k^r$(0. 3 m L) £tt]x.fc 0 OB#fffl 

mnutcik. 7k ( 1 omD ^rira^wtuu/ctsa^ttK 

(lmL) tC»W3i±3fca. 7k (2mL) £i$o< 0 »D 

ci-cas»5Kr*s«H{t^W8 omgm (2 

XSJR*1 9%) 

[0 0 8 7]rap: 1 6 2- 1 6 6°C 30 
1 H-NMR (CDC 1 3 ) 8 ; 
3. 24 (3H, b s ) 
5. 39 (2H, s) 
5 . 8 5 ( 1 H . b s ) 
7. 06 (1H, dd, J = 1 . 5Hz) 
7. 29 (1H, dd, J = 1 , 3Hz) 
7. 33 (1H, dd, J - 3 , 5 Hz) 
7. 7 9 ( 1 H, s ) 

IR (KBr) cm" 1 : 3300, 1 64 0, 1 5 0 
0. 1440. 1350, 13 4 0, 1290, 125 40 
0. 1 2 2 0, 1 1 9 0, 1 1 2 0, 99 0, 9 4 0, 
9 3 0, 8 0 0, 7 6 0, 7 4 0, 7 00, 64 0. 
[0 0 8 8] [»jBW3-] 9 ju- 2 
-6- (M*)\sT?LS) -7**J> Ut&m2Q) 
1) 9-^>^ib-6-^OP-2-7Jl/tP7" l J> 
2-7^7-6-^PP7*'J> (2. 0 0 g, 11. 8 
5'J^;b) ^DMF (3 0mL) *C»»3itfctft, 
(2. 4 4 g. 17; 7 = 'J^) 
5 K (2. lOmL. 17. 7 5 V *;U> £fi[J 
x4 OH$H^SCcr*«iO/Co KCSSSK* (10 0m 50 



W2 0 00-72773 
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L) *ttJA3 6fc— «FBBBf¥L//c«, flrWLteBfliit 
BKU 7kr^L— «Ufc 9 CG>ffl*Sil (2. 3 0 
g) £4 8%r* h5:?Jl/*n*£BM<igi8 (3 OmD 
KKSS-l* ^-2 0til/dl 0. 3MC7»ig 

h l>^A*jgjfc (5 OmD £4 O^tiTl 
fc. BSfefl=Ccr36«:2 0»ll«Wfl/fc«, -M, £fi 
&C*><!:L3 0»HJ»^L/Co ^0*-2 O'CtCRU 1 ON 

ffofc. ^x.^jm^^U7kra^, 

xi :f*«t) ocrflWirscir*fttttt«r**« 

Wfc^We 8 0mgWc o ClX*li&^2 7%) 
[0 0 8 9] 

1 H-NMR ( C D C 1 3 ) 8 : 
5. 3 9 ( 2H, s ) 

7. 3 0-7. 4 0 (5H, m) 

8. 0 6 ( 1 H, s ) 

[0 0 9 0 1 2) 6 - U *)IT ^7) - 9 -^>^;U 
- 2 -7Jl/tP7''J > 

±IB1) Tf#fc9 Jl/- 6 -7PP- 2 
P7'U> (64 0mg, 2. 4 

;b3mL6CSJB3i*/cf*. 4 0 ^ ?)IT ^ >7k?§ 

ffi (0. 6 4mL) fcflPiLfc. SfiCCT 1 I^BIflB*t/fc 

B*2N*^K^ , r*»^*«i'r&* , ri5t»o/ca, 

SI^>'j^;^7Ai'D7F^7' 

-f- (^*if>/»BtJ.^Ji/= 3/1 ; ttSIJt) tcrfS 
«T-5c<bcc^oafet&^r*Sfi«i{b^«i2 1 Omg 
£f#/c Q (iR*3 0%) 
[0 09 1 ]mp: 140-141 C C 
1 H-NMR (CDC 1 3 ) 8 ; 
3. 18 (3H. b s ) 
5. 2 8 (2H. s ) 
5. 9 2 ( 1 H, b s ) 
7. 20-7. 40 (5H, m) 
7. 6 4 ( 1 H, s ) 

IR (KBr) cm -1 : 3250, 1 6 6 0, 1 58 
0, 1 5 4 0, 1 5 0 0, 1 4 5 0, 1 3 9 0, 1 3 6 
0, 1 3 4 0, 1 2 4 0, 1 1 6 0, 1 0 0 0. 78 
0. 72 0, 690, 640. 600. 
[0 0 9 2 ] mmffl4] 6- (^;UT5xO -9- 
( 3 -T ^ y<>isJV) -2- (h'J^WoyW) 

y°*)> (it&&i 8) 

3) 6-^PP-9- (3-r-hP-O^^) -2- 
1 H-NMR (CDC 1 j ) 8 ; 
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5. 6 2 (2H, s ) 

7. 6 1 ( 1 H, t , J - 8 H z ) 

7 , 71 (1H, d . J = 8 H z ) 

8. 24-8. 27 (2H, m ) 
8. 3 1 ( 1 H, s ) 

[0 0 9 3] 2 ) 6 - (^^T ;/) - 9 - ( 3 -~ 
hD^>y^) -2- ( h 'J^UtfP^Jl/) y f J> 

mp : 163-169 W C 

1 H-NMR (CDC 1 3 ) S ; 10 
3 . 2 4 ( 3 H . b s ) 

5. 5 0 (2H, s ) 

5. 9 3 ( 1 H, b s ) 

7. 55 (1H, t , J = 8 H z ) 

7. 68 ( 1 H , d , J - 8 H z ) 

7. 8 5 ( 1 H. s ) 

8. 20-8. 21 (2H, m) 

[0 0 9 4] 3 ) 6 - ?)IT Z S ) - 9- ( 3 — T 

-2- ( h «J^;i/^P^^;U) :/'J> 
6- -9- C 3 -~ hPOi/^l/) - 20 

2 - ( h «;y;u^P^^;U) :/y> (2. 70g, 7. 

6 6 5 £^:**iJ-> ( 5 4mL) iCiSl, 1 

0%Pd/C (440mg) £^r7ksRt«feT\ 
tl4Bff«Uc 0 -fe^-Y h6«CCJ:i3*kii*^BiJ' 

^*-9->3&>6Wttfauraatfifi<o«H<t&» ( 1 . 6 

0 e ) «rt§fc. (1R*6 5%) 
[0095]mp: 180. 5-182. 5 °C 

1 H-NMR (CDC 1 3 ) 8 30 
3. 2 4 ( 3 H, b s ) 

3. 7 0 ( 2 H, b s ) 
5. 2 8 (2H. s ) 

5. 9 1 ( 1 H. b s ) 

6. 5 9 ( 1 H. b s ) 

6. 63 ( 1 H, dd, J = 2, 8Hz) 

6. 69 (1H, bd, J = 8 H z ) 

7. 13 ( 1 H. t . J - 8 H z ) 
7. 7 8 ( 1 H. s ) 

IR(KBr) cm" 1 : 3 45 7, 1655, 162 40 

6, 1577. 1551, 1491, 1466, 143 

7, 1 4 0 0, 1 3 7 9, 1 3 5 0, 1 2 8 6, 1 2 4 

4, 1225, 1198, 1124, 9 8 7. 935. 

8 0 0, 7 8 5. 7 6 6, 7 1 3, 6 9 2. 6 4 6. 
[0 0 9 6] [BBB0I5] 6- (S?)VTZS) -9- 
( 1 -y^)l~ 2 -^<>W 5 #VVJ[,jt 7-)l>) - 2 - 

1 ) 6 - * PP - 9 - fl-^fib-2-^>VV^' 
yyj^?;b) - 2~ ( h 'J^'iM'P^ ^;U) -yy > 50 
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1 H-NMR (CDC 1 3 ) 8 ; 

3. 9 8 (3H, s ) 

5. 8 0 (2H. s ) 

7. 3 0-7. 4 0 (3H, m) 

7. 7 5 ( 1 H. d d. J = 2 , "9 H z ) 

8. 6 3 ( 1 H, s ) 

[0 0 9 7] 2 ) 6 - 5 y) - 9 ~ ( 1 -ji 

?)i-z — c>w ^ - 2 - ( h ? 

mp: 210-220 °C 

1 H-NMR (CDC 1 j ) 8 ; 

3. 22 (3H, b r ) 

3. 94 (3H, s ) 

5. 68 (2H, s ) 

5. 9 3 ( 1 H, br) 

7. 3 0-7. 4 0 (3H. m) 

7. 7 5 ( 1 H. d d, J =2, 9Hz) 

8. 1 2 ( 1 H. s ) 

1R (KB r) cm -1 : 3250, 1 6 9 0, 1 54 
0, 1 4 8 0, 1 44 0, 1 4 0 0, 1 3 7 0, 1 3 4 
0, 1290. 1230, 1180, 1120. 93 
0, 7 4 0, 6 3 0. 

[0 0 9 8] [SBtffl6] 6- (J?)l>TZS) -9- 
[(1, 2. 3, 4-f F7tFa^/U>-2->f 

;lO -2- ( h >;^;u^p^^;U) :/y> (fb 

^5) 

1 H-NMR (CDC 1 3 ) 8 \ 
1 . 6 0-1. 8 0 ( 1 H. m) 
1 . 9 0-2. 10 ( 1 H, m) 
3. 8 0-3. 9 0 ( 1 H, m) 

3. 2 4 (3H, b s ) 

4. 24 (1H. dd, J = 7, 14Hz) 
4. 40 (1 H. dd, J = 4, 1 4Hz ) 

4. 44 ( 1 H, b r ) 

5. 9 2 ( 1 H, b r ) 

6. 47 (1H. d. J = 8Hz ) 
6. 63 (1H, t. J = 8Hz ) 
6. 7 0-7. 10 (2H, m) 

7 . 8 4 ( 1 H , s ) 

[0 0 9 9 ] mmM7] 9- (y;i>y<)Ji) -6- 
(ST-jiT^s) - 2- (h )ita^^)i) 

1) 6-^7PP-9- (7^:7 »J;l/) - 2- (h'J7Jb 

^py "7* y > 

1 H-NMR (CDC 1 j ) 8 : 

5 . 5 0 (2H, s ) 

6. 40 (1H. t. J=2Hz) 
6. 55 ( 1 H , d, J = 2Hz) 
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7. 43 ( 1 H, d, J - 2 H z ) 

8. 3 1 ( 1 H, s ) 

[0100] 2 ) 9 - (7)17 ■;•;!/) -6 - 

^ y ) -2- (h'J^WP^^^) 7*V> 

rap : 15 8-162 °C 

1 H-NMR (CDC 1 3 ) 8 ; 

3 . 2 3 ( 3 H . b r s ) 

5 . 3 7 ( 2 H , s ) 

5. 8 5 ( 1 H. br) 

6, 3 7 ( 1 H , t . J = 2 H z ) 10 

6. 46 ( 1 H , d, J — 2 H z ) 

7. 41 ( 1 H. d, J - 2 H z ) 
7. 8 6 ( 1 H. s ) 

[oioi] [BBBW8] 6- {J3-)ir ^ y) -9 - 
(2-^x^;l/^f;l/) -2- (h'J^^ta^W) 

1) 6-^nu-g- (2 -*-x.-JU,rf*-j|/) -2- 

1 H-NMR (CDCI 3 ) 5 ; 20 

5. 6 9 (2 H, s ) 

7. 03 (1H, dd, J = 4. 5Hz) 

7. 2 2 ( 1 H, b d) 

7. 35 (1H. dd, J = 1 . 5Hz) 

8. 2 8 ( 1 H, s ) 

[0102] 2 ) 6 - (J? JIT ;/) - 9- (2-* 
x^;uy - 2 - ( h 'J "7;l/^P^ ?*'J> 
mp: 154-156 °C 
1 H-NMR (CDC 1 3 ) S ; 

3. 23 (3H, bs) 30 
5. 5 5 (2 H, s ) 

5. 8 7 ( 1 H, b s ) 

6. 9 9 ( 1 H, dd, J = 4 , 5 H z ) 

7. 15 ( 1 H, dd, J = 1 , 4Hz) 
7. 3 0 ( 1 H, d d, J - 1 , 5Hz ) 

7. 8 3 ( 1 H, s ) 

I R (KB r ) cm 1 : 3 2 9 4. 1 6 4 9. 1 5 8 
1, 1549, 1491. 14 43, 1400, 137 
1 , 1 3 5 4, 1 3 2 5, 1 2 8 6, 1 2 2 1, 1 1 9 

8, 1130, 1039, 984, 928, 854, 8 40 

0 0, 7 0 8. 

[0103] m&W9 ] 6 ~ M^UT 5 S) -9 - 
(8-4V'J;l/^fil/) - 2- (FV7^tP^W) 

l) 6^pp-9 - (8 -^y -2- 

1 H-NMR (CDC 1 i ) 8 : 

6. 1 3 (2 H, s ) 

7. 48 (1H. dd. J = 4 , 8Hz) 50 
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7. 55 (1H, t, J = 8Hz) 

7. 84 ( 1 H, dd, J = 1 . 8Hz) 

7. 98 ( 1 H, d. J = 7Hz) 

8. 19 ( 1 H. d d, J = 1 , 8Hz) 
8. 8 0 ( 1 H, s ) 

8. 99 (1H, dd, J = 1 . 4Hz) 
[0104] 2 ) 6 - *)IT ;/) - 9 - ( 8 - * 
y 'J ^Jl/) - 2 - ( h V 7 J\s*UJ 7'V > 
mp: 194-197 °C 
1 H-NMR (CDC 1 3 ) 8 ; 
3. 2 1 ( 3 H, b s ) 
8 2 (1H, 
06 (2H, 

4 6 ( 1 H. 

5 1 ( 1 H, 
8 0 ( 1 H, 
8 5 ( 1 H. 
17 ( 1 H, 
2 4 ( 1 H, 

( 1 H. 



b s ) 
s) 
d d, 
d d, 
d d, 



8Hz ) 
8Hz) 
8 H z ) 



9 9 



-4, 

- 7 , 

- 1 , 
d. J = 7 H z ) 
d d, J =2, 8Hz) 
s ) 

d d, J = 1 , 4Hz) 
IR (KBr) cm" 1 : 3282, 1 6 3 0, 1 5 0 
0. 1 4 4 1, 1 4 0 2, 1 3 7 3. 1 3 3 5, 1 2 8 

8, 1221, 1203, 1165. 114 4, 109 

9, 1 0 7 6. 9 8 5, 9 3 1. 8 7 6, 8 2 3, 7 8 
9, 768, 710, 648, 575. 53 2. 

[0105] 1 0 ] 6 - (y *)VT £ y ) - 9 

m2 1 ) 

1) 6-^DP-9 - (3 - ^PP<>yJb) -2-7 

^tP7*y > 

1 H-NMR (CDC 1 3 ) 8 ; 

5.36 ( 2 H . s ) 

7. 2 0 ( 1 H, d d. J - 1 . 8Hz) 

7. 3 0-7. 4 0 (3H, m ) 

8. 0 7 ( 1 H. s ) 

[0 106] 2) 6- UW^) - 9- (3-^ 

ppo^jb) - 2 -^Ji/^a^'y > 

m p : 1 5 6 °C 

1 H-NMR (CDC 1 3 ) 8 ; 

3. 18 ( 3 H, b s ) 

5. 3 0 ( 2 H. s ) 

5. 9 4 ( 1 H. b s ) 

7. 16 (1H, d. J = 6 H z ) 

7. 2 0-7. 4 0 (3H, m ) 

7. 6 5 ( 1 H, s ) 

IR (KBr) cm -1 : 3350, 1 6 5 0, 1 6 0 
0. 1 5 8 0. 1 5 5 0. 1 5 0 0, 1 4 7 0, 1 3 8 
0, 1 3 6 0, 1 3 4 0, 1 2 8 0, 1 2 4 0, 1 1 6 
0, 1 1 0 0. 1 0 0 0, 9 8 0, 9 6 0, 8 7 0, 8 
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3 0, 7 8 0, 7 6 0, 4 5 0, 7 3 0, 6 9 0, 6 4 
0. 

[0 107] [9mm 1 1 ] 6- (S?-)lT*s) -9 
- (a- jtm+OiSfr) -2-7)l<*07' ] J> (it& 

1) 6-^PP-9- (a~ ^^>^y>>)l) -2-T 
% s 7" V > 

1 H-NMR (CDC1 3 ) 5: 

1. 95 (3H, d, J = 7Hz) 10 

5. 10 ( 2 H . b s ) 

5. 77 (1H, q, J = 7 H z ) 

7. 2 9-7. 3 9 ( 5H, m) 

7. 7 6 ( 1 H , s ) 

[0108] 2) 6-^PP-9 - {a-J*)l>'OV> 
;U) - 2 ~7J^P7"'J > 

1 H-NMR (CDC 1 3 ) 8 ; 

2 . 0 2 ( 3 H . d , J - 7 H z ) 
5. 89 (1H, q, J-7Hz) 

7. 3 4-7, 43 (5H, m) 20 

8. 0 6 ( 1 H, s ) 

[0109] 3 ) 6 - (S*)l>T ZS) - 9- (a- J 

^ju^>y;u) -2 -7)i>X&y'*)> 
mp : 1 12-1 16t 
1 H-NMR (CDC 1 3 ) 8 ; 
1. 95 (3H, d, J = 7 H z ) 

3 . 16 ( 3 H , b s ) 

5. 81 (1H. q, J = 7 H z ) 

6. 0 0 ( 1 H, b s ) 

7. 30-7. 39 (5H, m) 30 
7. 6 5 ( 1 H , s ) 

[0 110] [Wtmi 2] 2-?;M-P-6- 
;UT-5-/) -9- (3 -~ Mn-c>^;U) 7''J> (ffcft 
©12 3) 

1) 6-^up-9- (3 -~ b P^>i>;U) -2-7 

1 H-NMR (CDC 1 3 ) S : 
5. 5 1 ( 2 H. s ) 

7. 61 (1H. t, J = 8Hz) 40 

7. 66 ( 1 H . d d . J = 1 , 8 H z ) 

8. 1 4 ( 1 H. s ) 

8. 20 — 8. 30 (2H, m ) 
[0 1 1 1] 2) 2 6 ™ (^JUT * -/ ) 

-9- (3-^-hO^>^^) V'»J> 
mp:216-2l8°C 
1 H-NMR (CDC 13)5; 
3. 1 9 ( 3H, b s ) 
5. 40 (2H, s ) 

6 . 0 1 ( 1 H . b s ) 50 
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7. 56 ( 1 H. t, J = 8Hz) 

7. 64 (1H, dd. J = 1 , 8Hz) 

7. 7 1 ( 1 H, s ) 

8. 14 ( 1 H, d, J-2Hz) 

8. 19 (1H. dd, J = 2, 8Hz) 

I R (KB r) cm" 1 : 3 3 5 0, 1 6 5 0, 1 60 

0, 1 5 8 0, 155 0, 1500, 147 0. 138 

0. 1 3 6 0. 1 3 4 0. 1 2 8 0, 1 2 4 0, 1 1 6 

0, 1 1 0 0. 1 0 0 0. 9 8 0, 9 6 0,8 7 0. 8 

3 0. 7 8 0. 7 6 0. 4 5 0. 7 3 0. 6 9 0, 6 4 

0. 

[0 112] [Hffiffl 1 3 ] 9 - (2 -7>\,*W<>i> 
;U) -6- (^>^7;/) -2- (h'J7;^P^ 
=f-;U) 7*U > (<fc£%4 2 ) 

mp: 157-160 °C 

1 H-NMR (CDC 1 3 ) 8 ; 

4. 8 6 (2H, b s ) 

5. 43 (2H, s ) 

6. 2 0 ( 1 H, b s ) 

7. 0 0-7. 20 (2H. m) 
7. 3 0-7. 50 (7H. m) 
7. 8 6 ( 1 H. s ) 

IR (KB r) cm" 1 : 3270, 1 6 1 0, 1 5 8 
0. 1 4 8 0, 1 4 5 0, 1 3 7 0, 1 3 5 0, 1 2 8 
0. 1 2 2 0, 1 2 0 0, 1 1 5 0, 1 1 0 0. 1 0 7 
0, 940. 760, 740. 

[0113] mmmi 4] 6- (^^y -9 

- ( 1 -j~7?)\,J?-)l>) -2- (h'J7J^P^?- 
;U) ?''J> «t£«J7 5) 

1) 6-^PP-9 - ( 1 -±7 ^JUT-Jl) -2- 
( V *)7 )1>*UJ*>1>) 7'V> 
1 H-NMR (CDC 1 3 ) 8 ; 
5. 9 4 (2H. s ) 
7. 4 9 — 7. 6 0 (4H. m) 

7. 9 2-7. 9 8 (3H. m) 

8. 0 5 ( 1 H. s ) 

[0 1 1 4] 2) 6- (^f^r^) - 9- ( 1 - + 
7?-)\,j*)\,) -2 - (h';7;^P^f;H 7' 1 )> 
mp: 187-190 °C 
1 H-NMR ( C D C 1 3 ) 8 : 
3. 2 3 (3H. b s ) 
5. 8 3 (2H. s ) 
5. 8 8 ( 1 H, b s ) 
7. 44-7. 6 0 (4H, m) 
7. 6 1 ( 1 H, s ) 
7. 8 9-8. 0 2 (3H, m) 
I R (KB r) cm' 1 : 3 2 9 8, 1 6 5 5. 1 54 
7. 1 491. 1443, 1396, 1375. 13 4 
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6, 1288, 1227, 1200, 1119, 98 
0, 9 4 5. 9 2 4. 7 9 8. 7 7 9. 7 3 9, 7 0 
8. 648. 633. 496. 

[0 115] [H&ffll 5] Q-'OS^U-O- (2- 
* y) - 2- ( h y 7 ;U:frny 

7*-;> (ft^34 3) 

mp : 14 7-148 °C 

1 H-NMR (CDC I 3 ) 8 : 

3 . 3 9 ( 3 H . s ) 10 
3. 63 (2H. t. J = 5Hz) 

3. 8 9 ( 2 H, b s ) 

5. 3 8 (2H. s ) 

6 . 2 4 ( 1 H , b r ) 

7. 30-7. 40 (5H, m ) 
7. 7 9 ( 1 H, s ) 

IR (KB r) cm -1 : 3500, 1 6 2 0. 1 5 8 

0. 1 5 4 0, 1 4 8 0, 1 4 5 0, 1 4 4 0. 1 4 1 

0, 1380, 135 0. 1280, 1240, 122 

0, 1180. 1150, 1120. 1100. 100 20 

0. 960. 940. 80 0. 740, 720, 70 

0. 64 0. 5 40. 

[0 116] [Hjfiffll 6] 6- (yiuv *)>\,T$s) 
-9 -^>>>;U- 2 - ( h »J7JKP^f^) ^*';> 
<{fc^*»4 4) 

mp: 122-123 "C 

1 H-NMR (CDC 1 ^ ) S : 

4. 87 (2H. b s ) 

5 . 3 9 ( 2 H , s ) 30 

6. 2 1 ( 1 H. b s ) 



6. 3 0-6. 4 0 ( 2 H 




m 


) 




7. 30-7. 40 ( 6 H 




m 


) 




7 . 7 9 ( 1 H . s ) 










IR (KB r) cm" 1 : 3 


2 


5 


0 


, I 6 2 0. I 5 7 


0. 1480. 1440,: 


I 




I 


0 , I 3 9 0, l 3 8 


0. 1340. 1280, 


l 


2 


4 


0 . I 2 2 0, l l 9 


0. 1150, 1080, 


l 


0 


0 0, 930. 820. 


800. 760. 730. 


7 


0 


0 


, 6 4 0. 6 0 0, 5 


4 0. 










[oi 17] [wmm 1 7 


] 


6 




(y^r^) ~9 


- ( 2 -1"7 




2 







;U) 7*V> (ft^97 6 ) 

l) 6-^dp-9 - ( 2 -^7 ?-;u^ ?-;u) - 2- 

1 H-NMR (CDC I j ) & ; 

5. 5 5 (2H. s ) 

7. 41 (1H, dd. J = 2 . 8 H z ) 

7.52-7.56(2H,m) 50 
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7. 8 2-7. 8 9 (4H. m) 

8. 2 5 ( 1 H. s ) 

[0118] 2) 6 - (^ - 9- ( 2 - t 

-2- ( h 'j7;U^py^;U) 
mp: 173-175 °C 
1 H-NMR (CDC 1 3 ) $ ; 

3. 2 5 (3H. b s ) 
5. 5 5 (2H. s ) 
5. 8 8 ( 1 H. b s ) 

7. 40 ( 1H, dd, J =2, 8Hz) 

7. 4 8-7. 5 3 ( 2 H. m) 

7. 7 8-7. 8 5 ( 5 H. m) 

I R (K B r ) cm" 1 : 3 2 9 0, 1 6 5 5, 1 5 4 

7, 1491. 1443. 1377, 1340, 128 

8. 1236. 1223. 1196, 1122, 98 
2. 9 3 1, 8 0 0, 7 7 7. 7 62. 7 4 2, 6 3 
4. 

[0 119] [Cl&ffll 8] 6- K>^7S S) - 
9-^>^;U-2- ( h 'J7;^p^^H (ft 
1=^4 5 ) 

1 H-NMR (CDC 1 3 ) $ : 

4. 8 7 (2H, b s ) 

5. 3 9 ( 2 H, s ) 

6. 2 1 ( 1 H. b s ) 

7. 20-7. 40 ( 1 0 H, m) 
7. 7 6 ( 1 H, s ) 

I R (KB r) cm" 1 : 3 2 7 0. 1 6 1 0, 1 5 8 
0. 1 4 8 0, 1 4 5 0, 1 3 7 0, 1 3 5 0, 1 2 8 
0, 1 2 2 0. 1 2 0 0. 1 1 5 0, 1 1 0 0, 1 0 7 
0. 9 40, 760. 740. 

[0120] mmmi 9] 6- Uv^;ur *s) 

- 9 ~^>t^u- 2 - (h'J7;^py?Ji/) 
<{t£«9) 

1 H-NMR (CDC 1 , ) S ; 
1.01 (3H. d, J = 6Hz) 
1 . 9 0-2. 10 ( 1 H, m) 

4. 8 7 (2H. b s ) 
5 3 8 ( 2 H . s ) 

5. 9 3 ( 1 H, b s ) 

7. 30-7. 40 (5H, m ), 
7 . 7 0 ( 1 H, s ) 

1 R (KB r ) cm' 1 : 3 2 7 0, 1 6 1 0. 1 5 8 
0, 14 8 0. 1 4 5 0. 1 3 7 0, 1 3 5 0, 1 2 8 
0. 1220, 1200. 1150, 110 0, 107 
0, 940, 760. 74 0. 

[0121] «®W20] 6 - (^W7^) - 9 

- (4-7 *.=.Jl"<>S'JU) -2- (h'i^ii/tP^f 
)l) <ft£«J4 6) 
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1) 6-^PP-9 - (4 -7 ;t r-;U«"0>>Jl') -2- 

1 H-NMR (CDCI 3 ) 5 : 
5. 54 (2H. s ) 

7. 35-7. 63 ( 9 H . m ) 

8. 2 6 ( 1 H. s ) 

[0122] 2 ) 6 - (y ?*JUT ZS) - 9 - (4-7 
x^;l/^>^;U) - 2- (h'J7ibtP^f^) 7' V > 
mp : 187-189 °C 

) d ; 
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J = 8 H z ) 
J - 2 , 8Hz) 



1 H-NMR (CDC 1 
3. 2 4 ( 3 H. b s ) 
5 . 4 3 ( 2 H . s ) 
5 . 8 7 ( 1 H , b s ) 
7. 34-7. 59 (9H, 
7. 8 2 ( 1 H, s ) 
I R (KB r ) 
9. 1 4 3 9, 
5 . 119 4, 
5 2. 7 2 5. 
[0123] [ 



m) 



16 3 5, 14 8 
, 12 8 2. 1 2 2 
9 2 8. 8 0 0. 7 



c nr 1 : 3 3 0 4 , 
13 7 7, 1 3 4 0 
1 1 2 2. 9 8 5, 
6 9 6. 6 44. 

:WBM2 1 ] 6 - U^7;y) -9 

- [ (3 - s^^ur ^ y) ^>>>;u] - 2 - (hU7 
ju^py^;u) 7'U> (fb^l 9) 

1) 6-^PP-9- [ JL'TE/) 

;U] - 2- (F'J7J^P^^^) ^' i ;> 
1 H-NMR (CDC 1 3 > S : 

2. 94 (6H. s ) 

5. 4 1 (2H. s ) 

6. 64 (1H, bd. J = 8 H z ) 
6. 70 ( 1H, dd. J =2, 8Hz) 
6. 75 (1H. t. J - 2 H z ) 
7 . 2 3 (1H, t . J = 8 H z ) 
8. 2 2 ( 1 H. s ) 



[0 124] 2) 6- U^r^) 



9 



[ (3- 



^ ^;UT 2 -/ ) ^>^;u] - : 

m p : 1 6 1 - 1 6 5 *C 

1 H-NMR (CDC 1 3 ) S 

2 . 9 2 ( 6 H . s ) 

3 . 2 4 ( 3 H . b s ) 
5. 3 1 (2H. s ) 
5. 8 4 ( 1 H, b s ) 



( h 'i7JM'P^f 



* 6. 6 3 ( 1 H, b d. 
6. 6 7 ( 1 H. dd, 

6. 7 7 ( 1 H. b s ) 

7. 20 (1H. t. J-8Hz) 

7. 7 9 ( 1 H. s ) 

I R (K B r ) cm" 1 : 3 2 9 2, 1 6 4 7, 1 6 0 

8. 1 5 0 0, 1 4 3 9. 1 3 5 6, 1 2 8 2, 1 2 2 
3. 119 4, 1126, 1003, 930, 860, 
80 0. 754, 735. 712, 650. 

10 [0 12 5] m&W2 2 ] 6 - (y*JU7 ^ s) - 9 
-[(3. 5-^-ter t-^-4-tFP + 
is) ^>is)l] -2 - ( h »J 7 ;U :* a y ^ ;l/ ) > 

(fb^tti o) 

1) 6-^PP-9 - [ (3, 

4 -fc'Ka*^) ^>i/;U] - 2 - ( h 'J7J^P 

1 H-NMR (CDC 1 3 ) $ ; 
1 . 4 1 ( 1 8 H. s ) 
20 5 . 3 8 ( 2 H . s ) 

7. 2 7 (2H. s ) 

8. 2 5 ( 1 H. s ) 

[0126] 2 ) 6 - (y ^;ur S -/) - 9 - [ (3 , 
5-v-ter t -:/^;U-4 - t Fa + i/) 
JU] -2- (h^Jl/^py^JW 
1 H-NMR (CDC 1 3 ) S : 
1 . 4 1 ( 1 8 H, s ) 
3. 2 3 (3H. b s ) 
5. 2 6 (2H. s ) 

5. 2 9 ( 1 H. s ) 

6. 0 0 ( 1 H. b s ) 

7. 2 6 (2 H, s ) 
7. 8 0 ( 1 H, s ) 
[0127] 

[#6^<dj»*] ( i ) -ci^n^^'jy 



30 



(72)»w* 'hto IE 

K3R»H»#rffJttlE^a 2-33-14- 311 



Searching PjAJ y 



Page 1 of 2 



PATENT ABSTRACTS OF JAPAN 



(1 1 Publication number : 2000-072773 
(43)Date of publication of application : 07.03.2000 



(51)lnt.CI. 



C07D473/34 
A61P 1/16 
C07D473/40 



(21 Application number : 10-259261 



(22)Date of filing : 



28.08.1998 



(71 Applicant : ZERIA PHARMACEUT CO LTD 
NIPPON CHEMIPHAR CO LTD 

(72)lnventor : SAKUMA SHOGO 
ENDO TAKESHI 
KOBAYASHI TADASHI 




R?° N [J 



Z-L 



10. 



] 



(54) PURINE DERIVATIVE 

(57)Abstract: 

PROBLEM TO BE SOLVED: To obtain a medicine which does not 
have serious side effects, exhibits a remarkable effect even in oral 
administration, and is useful against hepatitis C and so on by 
incorporating a specific purine derivative as an active ingredient. 
SOLUTION: This medicine contains, as an active ingredient, a purine 
derivative shown by formula I [R1 and R2 are each H, (CH2)nR6 (R6 
is H, a 1-6C alkyl, or the like; (n) is 1-6), or the like; R3 is H, a 
halogen or the like; R4 is H or a 1-6C alkyl; R5 is a 1-6C alkyl, an 
alkoxy or the like; L1 and L2 are each a single bond, a 1-6C alkylene 
or the like] or a pharmacologically acceptable salt thereof [e.g. 6- 
(methylamino)-9-(2-quinolylmethyl)-2-(trifluoromethyl) purine]. The 
former derivative, for example, is obtained by reacting a compound 
shown by formula II with a compound shown by formula III in the 
presence of a base such as potassium carbonate in a solvent such as 

dimethylformamide. When administered by injection, the former compound is administered at a does of 
about 0.5-100 mg/day. 
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P14 

Manufacturing Example 1 

6- (methyl amino)- 9- (2- quinolyl methyl)- 2- (trifluoro methyl) purine (Compound 1) 
Manufacturing Example 2 

6- (methyl amino)- 9- (3- thienyl methyl)- 2- (trifluoro methyl) purine (Compound 2) 
Manufacturing Example 3 

9- benzyl- 2- fluoro- 6- (methyl amino) purine (Compound 20) 
Manufacturing Example 4 

6- (methyl amino)- 9- (3- amino benzyl)- 2- (trifluoro methyl) purine (Compound 18) 
Manufacturing Example 5 

6- (methyl amino)- 9- (1- methyl- 2- benzoimidazolyl methyl)- 2- (trifluoro methyl) purine 
(Compound 4) 
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Manufacturing Example 6 

6- (methyl amino)- 9- [(1 , 2, 3, 4- tetrahydro quinoline- 2- yl) methyl]- 2- (trifluoro methyl) 
purine (Compound 5) 

Manufacturing Example 7 

9- (furfuryl)- 6- (methyl amino)- 2- (trifluoro methyl) purine (Compound 6) 
Manufacturing Example 8 

6- (methyl amino)- 9- (2- thienyl methyl)- 2- (trifluoro methyl) purine (Compound 7) 
Manufacturing Example 9 

6- (methyl amino)- 9- (8- quinolyl methyl)- 2- (trifluoro methyl) purine (Compound 8) 
Manufacturing Example 10 

6- (methyl amino)- 9- (3- chloro benzyl)- 2- fluoro purine (Compound 21) 
Manufacturing Example 11 

6- (methyl amino)- 9- (a- methyl benzyl)- 2- fluoro purine (Compound 22) 
Manufacturing Example 12 

2- fluoro- 6- (methyl amino)- 9- (3- nitro benzyl) purine (Compound 23) 
Manufacturing Example 13 

9- (2- fluoro benzyl)- 6- (benzyl amino)- 2- (trifluoro methyl) purine (Compound 42) 
Manufacturing Example 14 

6- (methyl amino)- 9- (1- naphthyl methyl)- 2- (trifluoro methyl) purine (Compound 75) 
Manufacturing Example 15 

9- benzyl- 6- (2- methoxy ethyl amino)- 2- (trifluoro methyl) purine (Compound 43) 
Manufacturing Example 16 

6- (furfuryl amino)- 9- benzyl- 2- (trifluoro methyl) purine (Compound 44) 
Manufacturing Example 17 

6- (methyl amino)- 9- (2- naphthyl methyl)- 2- (trifluoro methyl) purine (Compound 76) 
Manufacturing Example 18 

6- (benzyl amino)- 9- benzyl- 2- (trifluoro methyl) purine (Compound 45) 
Manufacturing Example 19 

6- (iso- butyl amino)- 9- benzyl- 2- (trifluoro methyl) purine (Compound 9) 
Manufacturing Example 20 

6- (methyl amino)- 9- (4- phenyl benzyl)- 2- (trifluoro methyl) purine (Compound 46) 



4 



YTH TRANSLATION 
JP (A) 2000-72773, Tables and Compounds 

Manufacturing Example 21 

6- (methyl amino)- 9- [(3- dimethyl amino) benzyl]- 2- (trifluoro methyl) purine 
(Compound 19) 

Manufacturing Example 22 

6- (methyl amino)- 9- [(3, 5- di- tert- butyl- 4- hydroxy) benzyl]- 2- (trifluoro methyl) 
purine (Compound 10) 
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